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AB The present invention relates to chemical compds . having inhibitory activity 
on an intermediate conductance Ca2+-activated potassium channel (IKCa) in 
T- and B-lymphocytes , and the use of such compds. for the treatment or 
alleviation of diseases or conditions related to immune dysfunction. The 
invention also provides a pharmaceutical compns . comprising an effective 
amount of a IKCa blocker for treatment or alleviation of diseases or 
conditions related to immune dysfunction. For example, T 
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CN 



cell proliferation was assays 6 days after cells were 

stimulated in culture with antigen in the presence of cyclosporin A, or 
cyclosporin A and clotrimazole, resp. Clotrimazole (10 uM) was added 
30 min prior to the addition of antigen. The cyclosporin A-mediated 
inhibition of T cell proliferation is 

shifted leftwards by 10 uM clotrimazole, from a 50% inhibition of 
proliferation at approx. 25 nM cyclosporin A to half-maximal inhibition at 
2.5 nM cyclosporin A. 

795-36-8, 1, 1, 1-Triphenylacetone 197526-28-6 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES 
(Uses) 

(compns. containing potassium channel blockers and immunosuppressants for 
treatment of immune dysfunction) 
795-36-8 CAPLUS 

2-Propanone, 1 , 1 , 1- triphenyl- (6CI, 7CI, 8CI, 9CI) (CA INDEX NAME) 



Me-C-CPh3 
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CN 1-Piperidineacetic acid, a, a-diphenyl- 
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ethyl ester (9CI) (CA 
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analog inhibitors of purine nucleoside phosphorylase, a therapeutic target 
for the control of T~cell proliferation. 

Immucillin analogs modified at the 2 f - , 3'-, or 5 '-positions of the aza 
sugar moiety or at the 6-, 7-, or 8-positions of the deazapurine, as well 
as methylene-bridged analogs, have been synthesized and tested for their 
inhibition of human purine nucleoside phosphorylase. All analogs were 
poorer inhibitors, which reflects the superior capture of transition state 
features in the parent immucillins . 
IT 402477-42-3P 402477-45-6P 577978-29-1P 
577978-30-4P 577978-31-5P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(exploring structure activity relationships of transition state analogs 
of human purine nucleoside phosphorylase) 
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CN 1-Pyrrolidinecarboxylic acid, 3 , 4-dihydroxy-2- [ 4-methoxy-5- 
[ (phenylmethoxy) methyl ] -5H-pyrrolo [3, 2-d] pyrimidin-7-yl] -5- 
[ (triphenylmethoxy) methyl] 1 , 1-dimethylethyl ester, (2S , 3S, 4R, 5R) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




OH 
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CN 1-Pyrrolidinecarboxylic acid, 3-hydroxy-4- [ ( 4-methoxyphenyl ) methoxy] -5- [ 4- 
methoxy-5- [ (phenylmethoxy ) methyl ] -5H-pyrrolo [ 3, 2-d] pyrimidin-7-yl ] -2- 
[ (triphenylmethoxy) methyl]-, 1, 1-dimethylethyl ester, (2R, 3R, 4S , 5S ) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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CN 1-Pyrrolidinecarboxylic acid, 3-hydroxy-5- [ 4-methoxy-5- 

[ (phenylmethoxy) methyl] -5H-pyrrolo [ 3, 2-d] pyrimidin-7-yl] -4- ( 2-propenyloxy ) - 
2- [ (triphenylmethoxy) methyl] -, 1, 1-dimethylethyl ester, (2R, 3R, 4S, 5S) -~ 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN 1-Pyrrolidinecarboxylic acid, 3-hydroxy-2- [ 4-methoxy-5- 

[ (phenylmethoxy) methyl] -5H-pyrrolo [ 3, 2-d] pyrimidin-7-yl] -4- (2-propenyloxy) - 
5- [ (triphenylmethoxy) methyl] -, 1 , 1-dimethylethyl ester, ( 2S , 3S , 4R, 5R) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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[ (triphenylmethoxy) methyl] 1 , 1-dimethylethyl ester, (2S, 3S, 4R, 5R) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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AB Title compds. [I; Rl, R2 = H, OH, OR5, SR5, SOR5, S02R5, X; R1R2 - OCH20, 
OCH2CH20; R3, R31 = H, R5, OH, OR5, NH2, NHR5 , NHCOR5, X, C02H, C02R5, 
CONH2, etc.; R4 = cyano, tetrazolyl; R5 = ( f luoro-substituted) A, 
cycloalkyl, (CH2)nAr; A= (fluoro- and/or chloro-substituted) alkyl, 
alkenyl; Ar = Ph; n = 0-2; X = F, CI, Br, iodo] , were prepared Thus, 
[3- (3, 4-diethoxyphenyl) -5, 6-dihydro-4H-pyridazine-l-yl ] - (3- 

aminophenyl) methanone (preparation given) was stirred with NaN02 in aqueous 
HCl for 

1 h at -2° to 0°; malononitrile in H20 was added followed by 
stirring for 2 h to give a residue which was treated with KOH in MeOH to 
give 2- [ [3- [1- [3- (3, 4-diethoxyphenyl) -5, 6-dihydro-4H-pyridazin-l- 
yl]methanoyl] phenyl] hydrazono ] malononitrile K salt. I were said to give a 
marked reduction of T cell proliferation. I are 

claimed for treatment of osteoporosis, tumors, cachexia, atherosclerosis, 
rheumatoid arthritis, multiple sclerosis, diabetes mellitus, inflammatory 
processes, allergies, asthma, autoimmune diseases, myocardial diseases, 
AIDS, etc. 
IT 83799-24-0, Fexofenadine 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(coadministration; preparation of pyridazinylmethanoylphenylhydrazonomalonit 
riles as phosphodiesterase IV inhibitors) 
RN 83799-24-0 CAPLUS 

CN Benzeneacetic acid, 4- [ l-hydroxy-4- [4- (hydroxydiphenylmethyl ) -1- 
piperidinyl] butyl] -a, ot- dimethyl- (9CI) (CA INDEX NAME) 
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OTHER SOURCE(S): MARPAT 134:536 

AB The present invention relates to chemical compds . having inhibitory activity 
on an intermediate conductance Ca2+-activated potassium channel (IKCa) in 
T- and B-lymphocytes , and the use of such compds. for the treatment or 
alleviation of diseases or conditions related to immune dysfunction. The 
invention also provides a pharmaceutical compns . comprising an effective 
amount of a IKCa blocker for treatment or alleviation of diseases or 
conditions related to immune dysfunction. For example, T 
cell proliferation was assays 6 days after cells were 

stimulated in culture with antigen in the presence of cyclosporin A, or 
cyclosporin A and clotrimazole, resp. Clotrimazole {10 uM) was added 
30 min prior to the addition of antigen. The cyclosporin A-mediated 
inhibition of T cell proliferation is 
shifted leftwards by 10 uM clotrimazole, from a 
proliferation at approx. 25 nM cyclosporin A to 
2.5 nM cyclosporin A. 
IT 6922-89-0, ( 4-Chlorophenyl-diphenyl ) -carbinol 

RL: BAC {Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(compns. containing potassium channel blockers and immunosuppressants for 
treatment of immune dysfunction) 
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CN Benzenemethanol, 4-chloro-ot, cc-diphenyl- (9CI) (CA INDEX NAME) 



50% inhibition of 
half-maximal inhibition at 
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DK 1997-1298 
DK 1998-386 
WO 1998-DK490 
MARPAT 131:13987 
The present invention relates to chemical compds . 
on an intermediate conductance Ca2+-activated potassium channel (IKCa), 
and the use of such compds. for the treatment or alleviation of diseases 
or conditions relating to immune dysfunction. Moreover, the invention 
relates to a method of screening a chemical compound for inhibitory activity 
an intermediate conductance Ca2+ activated potassium channel (IKCa) . 
E.g., clotrimazole and nitrendipine inhibited antigen-induced T~ 
cell proliferation and thus are useful for reduction or 
inhibition of undesired immunoregulatory actions. From the kinetics 
inhibition of Ca2+-activated potassium current, an IC50 value of 153 
for clotrimazole was calculated 
66774-02-5 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(screening of Ca2+-activated potassium channel inhibitors for treatment 
of immune dysfunction) 
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AB The title compds . were prepared by standard methods and coupled with bovine 
serum albumin by the acyl azide method. Antibodies against the mannose 
dimers were generated and an ELISA was established to measure small amts . 
of mannose dimers coupled to proteins. The title compds. appeared to 
inhibit the antigen-specific human T cell 

proliferation over 100-fold more efficiently than free mannose 
dimers . 
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RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation) ; RACT 
(Reactant or reagent) 

(synthesis of immunosuppressive bovine serum albumin-coupled 
hydrazinocarbonyloctyl mannopyranosylmannopyranoside ) 
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Nonanoic acid, 9- [ [2 , 3, 4-tri-0-acetyl-6-0- ( triphenylmethyl ) -ot-D- 
mannopyranosyl] oxy] -, methyl ester (9CI) (CA INDEX NAME) 
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Absolute stereochemistry. Rotation (+) . 
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